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Sir; 




IN RE APPLICATION OF: 5 

DOUGLAS J. M. ALLEN ET AL. : 

SERIAL NO.: 07/449,961 : ™ ™Jgfrmm. 

FILED: DECEMBER it, 1989 : ecKrt ^S^lS«S«« 

FOR: AZITHROMYCIN DIHYDRATB* t ^X^"**^"* 

Hon, commissioner ot J Patents ana Trademarks 
Washington, D.C. 20231 ^^i^J^id 

n ^rTARATIQW UNDER 3 ^ r.y.ft. 1.1 
X, George A. Forcier, declare that: 

1. I received a Ph.D. degree in Analytical Chemistry 
from the University of Massachusetts in 1966. 

2. I have been employed by Pfizer Inc, the assignee of 
the above-identified application since 1966. My current 
position is that of Group Director, Analytical Research and 
Development Department, Part of my responsibility is the 
supervision and direction of analytical procedures performed 
on experimental pharmaceuticals, including azithromycin. 

3. i am familiar with the subject matter of the above- 

application. 

4. i an familiar with the impact which the 
and chemical properties of experimental drugs have, on the 
commercial potential of the product. 

5. Hygroscopicity tests on azithromycin dibydrate 
(Type A) and azithromycin "aonohydrate" <Type B) were 
performed under my direction and supervision. Azithromycin 
-aoriohydrate" is a crystalline solid that exists as a non- 
stoichiometric hydrate because of its hygroscopic nature. 
The dihydrate {Type- A) is a discrete crystalline compound* 

6. Example 1 4 p. 7 of the above- identified application 

correctly describes the hygroscopic behavior of azithromycin 
dibydrate at relative humidity of 18%, 33%, 75% and 100%. 
This experiment was done under my direction and supervision. 

7. Preparation.!, p. 9 of the above- identified 
application correctly describes the hygroscopic behavior of 
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azithromycin monohydrate at relative humidities of 

75% and 100%. This experiment was done under my direction 

and supervision. . _ n 

8 The significance of Example 1 and Preparation 
lies in the fact that azithromycin dihydrate maintained the 
^ t nt water content of the dihydrate («.*) at relative 
pities of 33% and 75% over a 3 day period. In 

the monohydrate increased water content from the theoretical 
value of 2.6% to 6.6% at 75% relative humxdity and 5.6%. at 

-j3* relative humidity. ... 

9 A side toy side test comparing the relative 

hygroscopicity of azithromycin dihydrate and ^^^ot 
conducted under my supervision and direction. Two iot^of 
Icnohyarate were, compared with two. lots of dihydrate at 75% 
"utite humidity for 1*0 hours. The monohydrate was found 
« gain about six times more water than the dihydrate as 
shown in the table below. 



sac 



« 



^^^^^^^^^^^^^^^^^^^^^^^^^^ 

HYGROSCOPICITY OP AZITHROMYCIN 
AT 75* RELATIVE HUMIDITY 
weight Gain (%) 



Time 
(hour) 



24 



48 
70 



120 



Monohydrate 1 Dihydrate* 
Lot 209-1F I I.Ot 76^1 



0.00 



0*00 



0.94 



- 0.21 



1.04 



- 0.20 



1.28 



- 0.11 



- 0.06 



+ 0.06 



1.13 



- 0.20 



Dihydrate 
Lot 274-1 



Monohydrate 

LOt 82-1 



0.00 



0.00 



0.21 



1.58 



0.3S 



1.72 



0.39 



1.86 



0.34 



1.81 



0.34 



1.81 



0.19 



1.69 



At A" 1 . " . 

* ■> « believed to be due to mechanical loss of very 
S pSfer ir?hiS HHlTt^ the bo ttles v.r. .pen.* 
and closed^ — r = ===== 



10. ' Lack of hygroscopicity is an important advantage » 
a pharmaceutical product. Hygroscopic azithromycin (Type B, 
nas poor handling properties, such^as poor flowabil.ty and 
adhesiveness to equipment surfaces, and is susceptible to 
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